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DETAILED ACTION 

1. A request for continued examination under 37 CFR 1.114, 
including the fee set forth in 37 CFR 1.17(e), was filed 6/22/07 
in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 
1.114, and the fee set forth in 37 CFR 1.17(e) has been timely 
paid, the finality of the previous Office action has been 
withdrawn pursuant to 37 CFR 1.114. Applicant ' s submissions 
filed on 6/22/07 and 4/24/07 has been entered. 

Claims 2-6, 10-11, 13, 15-16, and 39 have been amended. 
Claims 2-11, 13-18, and 21-39 are pending. 

Claims 7-9, 14, 17-18, and 21-38 stand withdrawn from 
further consideration pursuant to 37 CFR 1.14209 as being drawn 
to a nonelected inventions, there being no allowable generic or 
linking claim. 

Claims 2-6, 10-11, 13, 15-16, and 39 are under examination. 

2. The rejection of the claims under 35 U.S.C. 112 second 
paragraph is withdrawn in view of Applicant's amendment to 
remove the term "immunomodulator" from the claims. 

3. The rejection of the claims under 35 U.S.C. 102 as being 
anticipated by Yamoaoka et al . is withdrawn in view of 
Applicant's amendment to recite that the conjugate binds to MHC 
class II, and submission of evidentiary data demonstrating that 
conjugation of peptides to the N-terminus of SPE-C prevents MHC 
class II binding. 

4. The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the invention, and of 
the manner and process of making and using it, in such full, clear, concise, 
and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same 
and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

Claims 2-5, 11, 13, 15-16, and 39 stand rejected, and 
claims 6 and 10 are rejected, under 35 U.S.C. 112, first 
paragraph, as the specification does not contain a written 
description of the claimed invention, in that the disclosure 
does not reasonably convey to one skilled in the relevant art 
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that the inventor (s) had possession of the claimed invention at 
the time the application was filed. This is a new matter 
rejection. 

AS Set forth previously, The specification and the claims as originally 
filed do not provide support for the invention as now claimed, specifically: 

A) An immunomodulator comprising a targeting molecule that "includes a Class II 
MHC binding site" and a T cell receptor binding site of a superantigen, the T binding 
site having one or more mutations that "reduce its T cell proliferation activity" 

B) An immunomodulator wherein the mutated T cell receptor binding site "reduces 
the T cell proliferation activity to equal to or greater than 10,0000 fold" 

Applicant indicates that support for the limitations of claim 2 can be found on 
page 3 of the specification, and support for new claim 3 9 can be found in Table 3 at 
page 21 of the specification. 

A review of the specification fails to reveal support for the new limitation. 

Regarding A), the instant specification discloses on pg. 3 a targeting 
molecule that mimics a superantigen but does not include a fully functional T-cell 
receptor binding site and a targeting molecule which is structurally a superantigen 
but for a disrupted T-cell receptor binding site. However, there is no disclosure of 
a targeting molecule that specifically "includes a class II binding site", as now 
claimed. Furthermore, the targeting molecules disclosed on page 3 include those 
without a fully functional T cell receptor binding site, or those that have little or 
no ability to activate T cells. However, these generic disclosures are not adequate 
to support claims which specifically recite that- the T cell binding site "reduces T 
cell proliferation activity" . 

Regarding B) , the instant specification on page 21 discloses specific targeting 
molecules such as SMEZ-2 W75L that reduce T cell proliferation to greater than 10,000 
fold. However, this specific example is not adequate to support the more generic 
claims of the instant application which are drawn to an immunomodulator comprising any 
superantigen with any mutation in the T cell binding site. 

Applicant's arguments filed 4/24/07 have been fully 
considered, but they are not persuasive. 

Regarding A) , Applicant argues all superantigens contain a 
Class II MHC binding site, and that the skilled artisan would 
understand that the disclosure of a molecule which is 
structurally a superantigen but for a disrupted T cell receptor 
binding site would include a MHC class II binding site. 

The instant specification discloses a molecule that is 
structurally a superantigen, but for a disrupted T cell receptor 
binding site. However, this does not have the same scope as 
claims drawn to a molecule that "includes a Class II MHC binding 
site" of a superantigen. For example, a molecule that is 
"structurally a superantigen" might include proteins that 
exhibit a high degree of homology to a superantigen, but would 
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not necessarily require a MHC class II binding site, as recited 
in the instant claims. 

Applicant further argues that the specification discloses 
molecules with disrupted T cell receptor binding sites such that 
the molecule have little or no ability to activate T cells. 
Applicant states that the specification further discloses on 
page 15 that the loss of T cell activity can be T cell 
proliferation. 

Page 15 of the specification discloses a specific example 
of testing SPE-C mutants utilizing in vitro T cell proliferation 
assays. This does not provide adequate support for the instant 
claims which broadly encompass any molecule comprising a MHC II 
binding site of a superantigen and a T cell binding site with 
one or more mutations that "reduce its T cell proliferation 
activity" . 

Regarding B) , Applicant argues that the specific mutants 
disclosed by the specification that reduce T cell proliferation 
greater than 10,000 fold constitute a representative number of 
species within the claimed genus to demonstrate that Applicant 
was in possession of the invention. 

Newly added claim limitations must be supported in the 
specification through express, implicit, or inherent disclosure 
(see MPEP 2163 section IB) , and not by a " representative" number 
of species. 

5. The following are new grounds of rejection. 

6. Claims 5-6 are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the written description 
requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor (s), 
at the time the application was filed, had possession of the 
claimed invention. Specifically, there is insufficient written 
description to demonstrate that applicant was in possession of 
the claimed genus of targeting molecules "derived from" 
Staphylococcus aureus and/or streptococcus pyogenes. 

9 

The instant claims are drawn to a conjugate comprising a 
targeting molecule that includes a Class II binding site of a 
superantigen, wherein the targeting molecule is "derived from" 
Staphylococcus aureus and/or Streptococcus pyogenes. Thus, the 
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claims might encompass structurally different targeting 
molecules that have been "derived from" any protein expressed in 
Staphylococcus aureus or Streptococcus pyogenes . The only 
requirement is that the targeting molecule comprise a Class II 
binding site. However, given enough amino acid substitutions, 
additions, or deletions, a protein comprising a class II binding 
site can be "derived from" any another protein. Additionally, 
the claims might encompass superantigen "derivatives" comprising 
other types of chemical modifications. In contrast to the broad 
genes of structurally different targeting molecules encompassed 
by the claims, the instant specification only discloses 
targeting molecules that comprise a superantigen of 
Staphylococcus aureus or Streptococcus pyogenes (for example, 
SPEC) , wherein the superantigen comprises a mutated T cell 
receptor binding site. Thus, one of skill in the art would 
conclude that the specification fails to provide adequate 
written description .to demonstrate that Applicant was in 
possession of the claimed genus. See Eli Lilly, 119 F. 3d 1559, 
43, USPQ2d 1398. 

7. Claims . 2-6, 10-11, 13, 15-16, and 39 are rejected under 35 
U.S.C. 112, first paragraph, as the specification does not 
contain a written description of the claimed invention, in that 
the disclosure does not reasonably convey to one skilled in the 
relevant art that the inventor (s) had possession of the claimed 
invention at the time the application was filed. This is a new 
matter rejection. 

The specification and the claims as originally filed do 
not provide support for the invention as now claimed, 
specifically: 

A conjugate the "binds to a Class II MHC molecule" (Claim 
2, and dependant claims 3-6, 10-11, 13, 15-16, and 39) . 

Applicant indicates that support for the new limitations of 
the claims can be found on page 15 and 22 of the specification. 

A review of the specification fails to reveal support for 
the new limitations. 

At page 22, the specification discloses a specific example 
of testing in vivo T cell response to a particular superantigen 
construct. However,, there is no disclosure of a conjugate that 
"binds to a Class II MHC molecule" . Page 15 of the 
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specification discloses a specific example of generating 
specific SPEC mutants and testing the mutants for their ability 
to bind to MHC class II. However, the disclosure of a, specific 
example of testing mutants of SPEC for their ability to bind MHC 
does not provide adequate support for superantigen "conjugates" . 
that bind to' MHC, as now claimed. 

8. The following is a quotation of 35 U.S.C. 103(a) which 
forms the basis for all obviousness rejections set forth in this 
Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior art 
are such that the subject matter as a whole would have been obvious at the time 
the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In 
considering patentability of the claims under 35 U.S.C. 103(a), 
the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered 
therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1.56 to 
point out the inventor and invention dates of each claim that 
was not commonly owned at the time a later invention was made in 
order for the examiner to consider the applicability of 35 
U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior 
art under 35 U.S.C. 103(a). 

8. Claims 2-6, 10-11, 13, 15-16, and 39 are rejected under 35 
U.S.C. 103(a) as being unpatentable over McCormick et al . , 2000, 
in view of U.S.' Patent 5,116,964. 

McCormick et al . teach a vaccine for inducing a protective 
immune response in vivo comprising SPEC that has been mutated at 
residues 15 and 38 (see page 308 in particular) . McCormick et 
al. teach that the mutations to SPEC abolish its ability to 
stimulate T cell proliferation, reducing proliferation to 
background levels (i.e. more than 10,000 fold, see figure 3 and 
4 in particular) . Thus, the T cell binding site of the 
superantigen has been deleted (i.e. is nonfunctional). 
Furthermore, since the instant specification teaches on pages 
19-20 that residues 22-90 of SPEC are not involved in MHC 
binding, the superantigen taught by McCormick comprising 
mutations at residues 15 and 38 would inherently maintain MHC 
class II binding ability. 
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McCormick et al . do not teach a conjugate comprising the 
mutated superantigen and an antigen.. 

The '964 patent teaches that fusing a stable plasma protein 
to a protein ligand results in the enhanced in vivo plasma half 
life of the protein ligand (see column 5 in particular) . The 
x 964 patent teaches that the plasma protein is fused to the C- 
terminus of the protein ligand (see column 8 in particular). 

Therefore, it would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made 
fuse a stable plasma protein (i.e. a non- immunogenic antigen), 
as taught by the x 964 patent, to the superantigen protein 
vaccine taught by McCormick et al . The ordinary artisan at the 
time the invention was made would have been motivated to do so, 
and have a reasonable expectation of success, since the x 964 
patent teaches that the fusion of stable plasma proteins 
enhances the in vivo plasma half life of a protein. 

9. No claim is allowed. 

10. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Amy E. 
Juedes, Ph.D. whose telephone number is 571-272-4471. The 
examiner can normally be reached on 8am - 5pm, Monday through 
Friday. 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Christina Chan can be 
reached on 571-272-0841. The fax phone number for the 
organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval 
(PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free) . If you would 
like assistance from a USPTO Customer Service Representative or 
access to the automated information system, call 800-786-9199 
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(IN USA OR CANADA) or 571-272-1000 



Amy E. Juedes , Ph.D. 
Patent Examiner 
Technology Center 1600 




Q.R.EWOLDT, PH.D. 
PRIMARY EXAMINER 



